The female germline comprises a reserve population of primordial (non-growing) 20 follicles containing diplotene oocytes arrested in the first meiotic prophase. By 21 convention the reserve is established when all individual oocytes are enclosed by 22 granulosa cells. This commonly occurs prior to or around birth, according to species. 23
Introduction 41
The concept of a non-renewable primordial follicle pool, assembled around the time of 42 birth in rodents and during gestation in humans, underpins a finite reproductive lifespan 43
and is central to current understanding of ovarian biology. Consideration of the dynamics 44 of the primordial follicle reserve raises more questions than there are answers, however, 45 as although key pathways are emerging, their overall regulation and integration is poorly 46 3 understood. The main concepts include i) how the reserve is established, ii) processes 47 causing elimination, iii) regulation of follicle-oocyte dormancy or activation into a 48 growth phase, and iv) possibility of renewal accompanying the age-dependent decline. 49
The significance of the dynamics of the reserve is no more apparent than during ovarian 50 morphogenesis and germ cell development in prenatal life in humans, and perinatally in 51 the mouse and rat. In these growth periods germ cells are produced in large numbers but 52 many are subsequently eliminated, the outcome of which establishes the traditionally-53 defined primordial reserve. Mechanisms must exist to ensure that the majority of 54 follicles are held intact and remain poised to participate in follicle growth, which in the 55 human is preserved for decades. The reserve faces yet other challenges to its survival 56 from exogenous agents that pose a risk of damage to the oocyte genome with 57 accompanying DNA mutations, or more subtle epigenetic changes. How healthy or faulty 58 oocytes within the reserve are recognized and respectively either preserved or destroyed 59 is a key element impacting the dynamics of the primordial follicles. A reassessment of 60 'topping up' the reserve by the addition of new primordial follicles from ovarian 61 germline stem cells has emerged in the past ten years. Although this concept has 62 generated a lively debate and a resolution is far from complete, it introduces another 63 factor that potentially affects the dynamics of the reserve. In summary, from the events 64 that shape the establishment of the reserve in prenatal or neonatal ovaries up to the point 65 of its functional exhaustion in adult life, we revisit the concepts of primordial follicle 66 dynamics in the light of recent evidence influencing its stability, depletion or 67 supplementation. follicles, oogonial-type cells and unidentified cells in mitosis (Kerr et al. 2006 ). In 336 seeking an alternative source of GSC external to the ovaries, an origin from bone 337 marrow and blood was next proposed with GSC seeding the mouse ovary to replenish the 338 natural decline in the primordial reserve oocytes (Johnson et al. 2005) . This study also 339 reported that in ovaries of mice exposed to the cytotoxins doxyrubicin (DXR) or 340 histone deacetylase inhibitor trichostatin A (TSA), resulted within 24-36hrs in respective 341 'spontaneous regeneration' of lost primordial follicles or doubling of their numbers by 342 'de novo oocyte production'. Together these results were said to reinforce the concept 343 that oogenesis and folliculogenesis could occur in the adult ovary (Johnson et al. 2005) . 
